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(57) Abstract 



A naphthalene derivative represented by general formula (I), a medicinally acceptable salt thereof, or a 
medicinally acceptable solvate of the derivative or the salt In said formula (I) A represents hydrogen, hydroxy, 
alkoxy, etc.; B represents O, S. CO. etc.; C represents CO. CH2CH2CO. etc.; D represents hydrogen, NO*. NH2, ejw 
E represents hydrogen. OH. SO2NH2, etc.; and F represents hydrogen, lower alkyl, etc. The conipounds 1 have the 
effect of. e.g.. inhibiting IgE antibody production and are useful as, e.g., a preventive and/or a remedy for allergic 
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*^h^ic «fc * Huiss; [i] Testis ^-7 ^ L/ >§§ 

£7-'J>ift£# [IV] g»it« 

CI] ©(^i^fiscii^^a 




a III C 7? tb Z o 



i^5-fK*'84t«»^ [III ] *DMF*©SJn» 
^oy>fta*ftlSttT [III ] (51^7^ K*£A 
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StK cn*it*o#«T**VMi*#ttTic Civ] 

*jai^T cm 3 fcfittflsu :ni [iv] *kj63**c 
i? [ i ] ^is; *o 

4 fc> 6wl IE ^ [ I ] *15 * U >f§ 

TK'©** - A lift o T :i^f§5o "Tttfc^ 

U y^te*mtz*)\<*yW. [v] *r - u 

# [VI] iHS^^-a- [VII ] *»fc3U K«It*:itx 
BWi-t« [I] (A = OH) 0{^i*iSCi*<Tt5o 




[V] [VI] [VII] 




[I] (A = OH) 



ttfc> ±fB#^*©As C. D. E, *S<fc F ttliilf5 
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S J: * ft« iMe 3 S i K E ( SNa, BBr 3 fi: 
&ZQ&&m, A' =7'J/^+>>Slci5ffiliA»7^ A 

[V] „ T f|i c 
[V] i [VI] ©fg&8£LTti* mf&© [III ] i [iv] 
#£BJJJC «fc 5KfiE£ [I] -e^ $ tl £ 7 ^ 1/ >H 

*;I/#>R [VIII] £7 - >J [IX] 
[X] KM**ttfitttt£g*-*-« 
gftiiJ-* [I] ( D = N H 2 ) oft^t^i^: 
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[VIII] . [IX] [X] 




= 9- 7 )V* Is -Jl* ? Jl i] Jl '< J Jim\Z &%>%:Wit f 

^>%ow«ar*«^J;*K«ai , d'.= t 

ifi IS 3 [VIII] {*> ft*&*n©;£?£ic J; T*i£ 

[viii] & [ix] ol^SiLttt, SuxB© [in ] t 

[iv] oRjeowiRiaiicfTtt a c * 0 

COi^lcLTl^tlfc [I] KH5^TD*<C0, R 4 £ 
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5 ->r *m*mt4t&%uzmmt s z * 0 

CO J: «5 LT^bti^ [I] ti N ^MlwCvCTM 
CCJ:?l:LTibn/; [I] (D*<C0 2 R 4 

^•^l^or 4 &frmi%=?zm?m& ,• e#c o 2 r 5 
l^or 5 tfykmrnTzmtms g#co 2 r 6 

; g^x b ? v-ji- 5 - j jism*mtM& 

l Tn *^B^{ci:aMi2^ [i] -e^sn**?* 1/ 
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en^^o^iMi LTiiv mz-tfmm^ %%\, mn.ni, ft 

n - X t£ £ 0 Ift^SJ ; ij Jl ** * > * + ;Hr ;U o - X > > f- ;U 
•fe )U d - x . ^ 'J t* - ;U t° n U K > £ £ <D & ; 7 ;l/ 4* > 

*L*U Mttftk ft»*>H«lc±EOft»3*II**«^Ta» 

•JT-irf-^^O^UHr'J >i7fJH ; x ^ y - )V^<D 7 Jl> 
n -;l/|f ; 7k ; h £ * o o i/fb^ BMfe> 3 ^ * ? *y ttv 7 

*zr*)\,Mitmn*\\ ft*u bs^temrnKz**?*-* 

tl £ O ij -f -tr JHzftMt Z Z t K X o T^I$tl5o 
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1^ #J * # 7 n bf 1/ > / >J a - ;U N l ) x. ?• 1/ y y i) n — 
T«S^» N Efg&3j N ffflJfiK ?Ub*U £tfc*!U 

s<bT*§So t/c, * v® a ^ tigging u teEjaiufcas 

So 

'J77'J ;t>&* h 'J >) A N ^? ij 7" ^ y y 
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9U * * to* to o - x > t Kn + J/xf ;Hr;bo-7> t K 
* *> 7 o t° ;Hr to a - x N Jj to * > * 3- to* to □ - X ± h 

1/ > / y 3 - ;l/ # 'J f - ;U fc? a y K > ^ 7 ^ a - x > ^;l/7 
>tt£*<^ tiZTkMm&vmMi* ton - a-*tou-x, 
mffi * to *' 4- •> ^ f- to* to o - x * h U A ^ i' © t ;l/ n - 
x3S> fc Kn + v/^n fc°;H8!sK *^»t&N & 

!H N ^ # -fe? -f > > # ^ > ^ b »J A £ £ 0 > /•? 

<DtfJ*m, 'J fcf-;i/# y t°o y.K>> 'JT^'J 
© J; -£ o ^ >J tfx;l/7;l/3-;K # y t Kd + 
5/x**y n^Jl/- Mi £ © 3B fll fc: - to ® ££M1 if jft< 

kwu »ftttrjh»^ *&*u «#*u ftjiau 

£8B3ij0 3iJl!<fc LTttx -5 ^ tt#*ttj&R*l*<* 5 0 

7Kt£,£IB& ; *A/#*i/>fAtAD-^ J 3- to* ton - 
x . fc K o * 7 o fc? to* to a - x x # y tT - to t? o y K > 
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tt£*fcJ6i;T«fl;*!U aftJW* 
#l=E6** UttMS-iK c*i*«*rttt£ic*A LTJi 
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ttl- 5 0 0 m g / B /AISt\ ftt l< it 10-300 

£flg> ©Att£*0#iEPlft&4T-teO. 1 - 1 0 0 m 
g/H/AISt% ffi L < ttO. 3 — 3 Omg/0/A? 
*?K ;®J:^^ft*S5St 5 J: 9 fcilSJ-r S0*<0t L 

#3gHJHfc&$lf*. &iHllite0llcJl#Wlc;j*-*- J: 9 fc. «t 
fftt0$<ltJlttttM* (IL-4+IL-10 U > * - n 
0) + antiCD40Ab (SCD40 ifcflO ) 
i:UtHJ>A^^^lg Effi#g££iSfflfl$Stt£W L 

K^mm-emm-fZo vt^x, *§tvut&m\ts i gE&# 

*&W<D<l&m® 0 %X't>^ I g Gi/t#ICii^T I g Eft 
#lc*ftWtt»#Jftffl*tf** 7 l^U^-gSAlcH 

^tSIt L< tt^ftffiRJ6*««?Wlcai«f Sil^^ts 

*.5 0 XMRftt it I g Effi#S£ick 04t"5ill 
< *ft«**-r*3ft<^ i g Gin: 
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Mb LTWfflT-ab <5 0 

J; 9 ICL P S C'J #* U * 9-f K) fc 

t ttfrSD I C ; SSS^gSJS^ SLE«^o@B 

ftSRA^ l^I^IfBMiD, **** 

H*«ofl:^4&-«!€oil©*-tJ43J l - l - 1 - 1 8 ic^ 
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nmm 1 

2- (4- (2-7"7fA>tt'» $1§»7; K) gcH# 
K (jb£jj No. 1 1 0 1 ) @ji 




1 g ( 0 . 1 1 m o 1 ) £f£*£:£>fkp< fl/>5 OOmLCi 

sm> c: niwttffca-^-ir u ;n 5 . 4g co. nuoi) 

> ^^TDMF^tX"; VX'l 0 «fln*.> 3 5 °CT' 2'B$M& 

yfL/> 3 0 0 mL Cigft? L fc 0 ^S3£ffl^T Z 
7>H-;H y f- ;H 6 . 6g (0. llmol) £ h 
'Jif ;l/7; >1 2. 3g (0. 1 2 1 m o 1 ) ©JS&tS-ffc 
^f-l^fctt (250mL) i:*^TtITLT> O 2 £ 

o \£)IT )lu -jl ( 1 . 6 L) ^bfilSStS is 2 - ( 4 
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^ 4 0. 2 6 g (ft* 9 2%) *«|^t 0 efe^^ H B ao 
'H-NMR (CDCIj) o (pp m ) : 
3. 9 6 ( s, 3 H) , 7. 0 9-7. 17 (m, 3H), 

7. 27-7. 31 (m, 1H), 7. 4 2 - 7. 5 3 (m, 
3H), 7. 58-7. 64 (m, 1 H) , 7. 76 (d, 
J=8. 5Hz, 1H), 7. 8 4 - 7. 9 0 (m, 2H), 

8. 0 3-8. 10 (m, 3 H) , 8. 93 (d, J = 
8 . 3 H z , 1 H) 12. 0 2 (b r . S, 1 H) . 

2 - (4 - (2-f7f;U^-» $l§i7 ; K) £M# 
^ No. 1 1 0 4 ) g)|5{a 




^H0J 1 T-jf b tlrt: 2 - (4- (2-^7^/1/^+^) £ 
M#^T ^ K) £m#& >f;b 4 0. 26g (0. 101 
mol) *^;-A/THF ( 2 0 0 mL/4 0 0ral) 
OS^Ii:glU d till 4 8 ft U A**tt 1 
27mL(0. 51mol)£;&n*.T N m.UT~&&&# L fc e 
SiE^JC 5 &5Ei81fc£;Dn*.T p H 1 izffi&'&^ MUX' 0 . 
5 B$r£ft& L tz 0 Km'&KikZtilz.WW^?- JlX~ 2 Sffl ft L 
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*U gl^aiLfc, «ai*>f v^o tf;ur;U3-^ (l. 
3D ^^I^SL, 2 - (4 - (2-t7f^ + -» £ 
,t#l*7 ^ K) 51113 1. 2 3 g (JR^8 0%) *£fc 0 

£ $t $ II o 

'h-NMR (CDC 1 g ) o (ppm) : 
7.12-7. 18 (m, 3H), 7. 2 7 - 7. 30 (m, 
1H) , 7. 43-7. 53 (m, 3 H) , 7 . 65 (dt, 
J = 1 . 7 a n d 8 . 6 H z , 1H) , 7. 7 6 (d, J = 

7. 6Hz, 1H), 7. 85-7. 91 (m. 2H), 

8. 03(dd,J = 2. 0and6. 9 Hz, 2H) , 

8. 14 (dd, J = 1 . 7and7. 9 
Hz, 1H), 8. 96 (d, J=7. 6Hz, 1H) , 
11. 84 (br. s, 1H). 
HH0J3-7 3 

MlKo a2-l~*2-l 3 KW&Lizit&m® 1 H-N 

No. Itmi - 1-1 - 1 8 K7fiLtzil&m No. Km^tZo 
^J^ONMRx^^ hl^f-^lii: (*) 
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%nm 7 4 

N - 7 x — ;u - (4 - (2-t7f ;u 3?m#g7j 
K (fls£& No. l l 0 5) oil 




M^5?ffl^T> 4 - (2-^7fA**-» $H§i5 3 
mg (0. 20mmol) + V y 5 m L icHS 

C ft if U ;U 5 6 m g ( 0 . 4 4 mm o 1 )\ 

^l^DMF^bX. y h^lIJDi, 35tTl. 5 B#Ba« 

^l/>5mLi;^»Lfco gmgffl^T C ®i£&£> 7- 
U > 1 9 m g ( 0 . 20mino 1) ih'Jxf A7S>22 
mg (0. 22mmol) ©Ifcfcttft^ 1/ >»tt ( 5 m L) 
fc*teT"?»TLTx 4 BfrMS 

- O*-* > : Sixf;l,= 2 0:1) T f| $! * « i „ N - 
7x-;l/- (4- (2 + vO 5Ifi7; K 2 
7mg (JR^40%) i<i?»tlfco 6fe@fto 
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* H — N M R (C D C 1 3 ) 6 (p pm) : 
7. 10-7. 18 (m, 3H.) , 7. 24-7. 29 

(m, 2 H) , 7. 3 4 - 7. 5 3 (m, 4 H) , 7. 62 
"7. 6 5 (m. 2 H) , 7. 7 4 - 7. 7 7 (m, 2 H) , 
7. 8 6 - 7. 9 0 (m, 3 H) . 

nmm 1 5 

2 - (4 - (2-f7f;^ ^-» |I§17 ^ K) 7x7 
- ^ (-fb^-tf No. 1 1 Q 6) Og-jfe- 




4mg (0. 54mmo 1) **aafcy*i,>5mLfc» 
*fts dtlicigft**-? U*7 6mg(0. 6 Ommo 1) N 
^^DMF^bX,M"liJD^ N 35tt-l. 5 *IUS 

7;>7x;-;b59mg (0. 5 4 m m o 1 ) i fg& t° U 
^>3mLO«*Ift^u>j|j| (6mL) K*»TT| 
TLX, 5*HS&icM-c3bh«J*L*:o 
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+ t>:SSxf;b=2 0 : 1-10 : 1) 

2- (4- (2 -*7****$0 $lfS7; K) 7x7 

-;H 4 7mg (JR*7 6%) #»&ftfc 0 fifeSfto 

'H-NMR (CDCIj ) o (ppm) : ■ 
6. 89-6. 96 (m, 1H), 7. 0 3-7. 23 

(m, 5H), 7. 28-7. 2 9 (m, 1H), 7. 4 4 
-7. 76 (m. 3H) , 7. 78-7. 79 (d, J = 
1. 7 Hz . 1H), 7. 85-7. 94 (m, 4 H) , 
8 . 6 7 ( s , 1 H ) . 

2- (4 - (2-t7f;l/t^'» gcJSgtt7 $ F) 'O-tf 
>x;U*>7 S K (fls^fo No. 1 1 0 7) <D»& 




gfggfflMT. 4 - (2-t7f^t+-» $.|§il 3 
2 m g (0. 5mmo 1) £S£#&{b;< f- U y 5 m L tcjg® 
C *UC if U ;U 7 0 m g ( 0 . 5 5 mm o 1 ) > 
^^■eDMF$tX^fl8JDii % 3 5 ^CT2 BfrlHHf # L 
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M>*>x**>75 K8 6mg (0. 5 m m 0 1 ) <h « 
^>2mLOSiM/fl//^ (4mL) 

^^^•^>-fr'> / /^^jc^;U (8mL/3mL) 
®S^»^if B tSt, 2- (4- (2-t7f;^ 
*S/) ^ISi7 S K) <>if>7/l,*>75 Kl 1 2mg 

'H-NMR(DMSO-dj) 5 (ppm) : 
7. 2 3 (d, J = 8. 9 H z , 2 H) , 7. 2 6- 
7. 3 8 (m, 2 H) , 7. 4 6 - 7. 6 8 (m, 4 H) , 
7.- 9 0 (d, J = 7. 9 H z, 2 H) , 7. 9 7 (d, 
J = 8. 6Hz, 3 H) , 8. 0 4 (d, J=9. 2Hz. 
1H) , 8. 4 6 (d d, J = 1. 0 a n d 8. 6Hz, 
1 H) . 

n.mmi i 

2- (4- (2-f7f/ ^^-» sgM^ftTS K) 
El±J_A No. 1 1 Q 8 ) <DW& 
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mmzmmr. 4 - (2-t7f/^ + -» $it$2 6 

4mg (1. Ommol) Zlfc^itt * V > 5 m L Cljg 
C tlfci&ft**-!? U ;H 4 0 m g (1. lmmol )"> 
^t,^DMF^hX.y h7?lIJD^> 3 5 tJ-C 2 B#R3fl|# L 

b > 7 m L \zmm L£ 0 M^fflmTCKD&fc*. 7>h7, 
-nz h ij iH 1 8mg (1. Ommol) i h'Jxf^7 
billing (1. lmmol) ©Ifci&i&ffc^ ^ V >®m 
(5 mL) ICTfc^TTiTLt^ * O £ * 4 t> ic M 

Mttl Lfco W«^^l&^^^7jcT-gfe^^. &7]<flifcl^ h >J * 

v^77^ - : mMx-?Jl = 2 Q : 1-5 : 1) 

■eiitsi, 2- (4- (2-t7f;^*5/) 

7 1 K) ^ > f> ij ;u 2 6 3 m g (JJX^ 7 2%) £ ft 

1 H - N M R (CDC lj ) 6 (ppm) : 
7. 15 (d, J=8. 9Hz, 2H), 7. 18- 
7. 30 (m, 2H), 7. 46-7. 54 (m, 3 H) , 
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7. 6 1-7. 6 9 (m. 2 H) , 7. 7 6 - 7. 7 9 (m, 
1 H) . 7. 85-7. 96 (m, 4 H) , 8. 34 (br. 
». 1H) , 8. 6 1 (d, J =8. 6Hz, 1H) . 

umm 7 8 

2- (4- (2-f7f^ft) ggJB#»T$ K) 
h !) ^ (^^tf No. 3 1 Q 3 ) <omm. 



nc. 



co 2 h H 2 N - 




4- (2 - £A*K2 8 Omg (1. 0 m 

mo 1) ^Cffl^t, £*fl7 7i^ii:LT, jgfeft 

1 0 4m g (JK^2 7%) »Sftfc 0 
* H — N M R (CD C 1 3 ) 6 (p pm) : 
7- 2 1 (t, J = 8 . 6H2, 1H), 7. 3 3 (d, 
J=8. 6 Hz, 2H) , 7. 4 9 - 7. 6 8 (m, 4 H) , 

7. 7 8 - 7. 8 9 (m, 4 H) , 8. 0 6 (d, J = 
1. 3Hz, 1H), 8. 31 (br. s, 1H), 

8. 59 (d, J=8. 6Hz, 1H). 

7 9 

i- (4- (2-t7f^t»» GMLmmri n - ?. - 
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N=N 
l I 




mmmi 7 T~nz>titz2 - u- (2 - + 7*ji** so 

$1#S7 $ K) ^ > V- h V ;U No. 1 1 0 8 ) 1 

09mg(0. 3 Ommo 1) > *g{bT >*-^A4 8mg 
( 0 . 9 m m o 1 ) N T i? <ti~ h U * A 5 9 m g (0. 9m 
m o 1 ) £f£4^ D M F 3 m L i:ii§ U C ® 8 0 °C 

T2 4B#IW«#Lfco 5{5^i:7R5mLi 5IfM5mL 

m*7* b - h y ;H 5 m L ^SHit 5 ^ 1- (4 - 
(2 -^7f;l/**'» $,ISi7; K) -2- (rh^/ 
- 5 ->f ;U) K>^>^92mg 7 5%) & S> ft 

^H-NMR (CDC 1 j ) 6 (ppm) : 
7. 15-7. 21 Cm, 2H) , 7. 2 7 - 7. 3 5 (m. 
2H), 7. 43-7. 53 (m, 3H), 7. 5 7- 

7. 63 (m, 1H), 7. 78-8. 01 (m, 4H), 

8. 14-8. 19 (m, 2H), 8. 76-8. 81 
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(m, 1 H) . 

nmm 8 o 

1- (4 - C 2j^jLZ^?k±*) $lgi7 ? j£) - 2 - 
(Z h Z 5 (Yfc^^i No, 3 1 041 




^SSM7 8T**lb*l*:2- (4- C2 - * 7 £ 
ISi7 ? h U * No. 3 1 0 3) 50 

mg (0. 13mmol) t««C«^T, Ht«i7 9iK| 
U\z L BiH-fb£fej&< 4 3mg (©$7 7%) *| £ ft£ 0 
1h -NMR (DMSO-dg) 5 (ppm) : 

7. 4 2 ( t , J = 8. 6 H 2, 1 H) , 7. 4 8 ( d , 

J = 8. 3Hz, 2H), 7. 5 7 - 7. 7 0 (m, 4H) , 

8. 0 0 - 8. 0 9 (m, 6 H) , 8. 24 (d, J = i. 
7Hz, 1 H) , 8. 5 7 (d, J = 7. 6 H z , 1 H) , 

1 1. 5 6 (b r. s, 1 H) . 
MMM 8 1 

2 - (3 - 7 ; y - 4 - f2 -t7f;^^-» $,|gl7 
* K) gM#j> yf;b (fl:£&f No. 1 1 1 7) gpfglifjr 
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SE*f!7-ej|&nfc2 - (4- (2 -*7f-;l/**$/) - 
3--ho$lfS7; K)'£jftM (*t£«j No. 

1114) 350mg (0. 79mmol) 2 
OmLCiSL^ :ni:l 0%Pd/C^9 Tmgln^to 
^^■TK^^fflMTJc LT, IIf4«fimi»Lfc, Kfo®.* 

hT'ZMizmzmmitio mm**; 'j*^^a 

^DTh^77>f-(^*f->: SSxf;P= 4:1-2: 
1) « 2 - (3 - 7 ; 7 - 4 - (2-t7f^ 

**50 $1§S7; K) ^f^ 2 0 0 mg (lR 

$61%) b tlfco 
! H-NMR (CDClj) 5 (ppm) : 
3. 95 (s, 3H) 6. 95 ( d , J=8. 5Hz, 1 
H), 7. 11 ( t , J = 7. 0 H z , 1H), 7. 30 
(dd, J=2. 3and8. 9Hz, 2H), 7. 36 
(dd, J=2. 3and8. 2Hz, 2H), 7. 4 0- 
7. 50 (m, 3H), 7. 57 (d, J = 2. 0Hz, 
1H), 7. 61 (dd, J = 1 . 4and8. 6Hz, 
1H), 7. 71 (d, J = 7. 9 Hz, 1H), 7. 84 
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(t,J = 8. OHz, 2H), 8. 07 (dd, J = i 
a n d 8. 7 H z, 1H), 8. 92 (d, J = i. 3 
and8. 3Hz, 1H), 11. 9 (s, 1H) . 

K) £M,m& (it&m No. l 1 1 8-) <r>m^ 




C0 2 H 



81-C»&ftfc2 - (3-7U-4 - (2-^-7 

No. Ill 7 ) 2 0 0 mg (0. 48mmo 1) 

^T, ^^2^|i:L t> «Kft£fc#5 lmg (ft* 

2 6%) n$ title 

! H-NMR (DMSO-dg ) 6 (p pm ) . 
5. 40 (b r. s, 2H) , 6. 96 (d, J= 7 . 8H 
z. 1H) , 7. 10-7. 3 0 (m. 2 H) , 7. 3 0- 
7. 35 (m, 2H) , 7. 4 0 - 7. 5 0 (m, 3H) , 
7. 63 (dt, J=l. 5and7. 6Hz, 1 H) , 
7. 82 (d, J = 7 . 8Hz, 1H) , 7. 9 0 (d, 
J-7. 8Hz, 1H), 7. 96 (d, J = 9 . 8Hz. 
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1 H ) , 8 . 05 (dd, J = 1 . 5and7. 8 H z , 
1 H) , 8. 7 3 ( d, J — 7 . 8Hz, 1 H) , 12. 2 
( s , 1 H) . 

mmms 3 ■ 

2- (4- (2 -^7^;U**vO gcESjgTj E> 

K (ft£4ft No. 1 1 0 4 ) ± h U g Ajj 1 x_g y -j\,%i®i<d 




HifeM 2 T^Tt 2 - (4- (2-t7f^t + «» 
i7 S K) (ft£4H No. 1 1 0 4 ) 1 0. 3 5 g 

(27. Ommo 1) £x*y-;U 250mL ic Jd ft & L N 
CO»ttlc2S5£o*ilfl:^ M 3.- 7 7m 1 

(2 7. 5 4mmo 1) *iD;L> MT1 0£iaa#U * 

it&fytfl 0. 1 5 s iUms 3%) mtiiZo 
'h-NMR (DMSO-dg) o (ppm) : 
1. 07 ( t , J = 6. 9Hz, 3H). 3. 44- 
3. 47 (m, 2H), 4. 3 0 - 4. 3 2 (m, 1H). 
6. 97 (t, J = 7. 5Hz, 1H), 7. 17 (d, 
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J = 7. 5 Hz, 2H), 7. 3 0 ( t , J = 6 . 9 H z , 
1 H) , 7. 3 5 (d, J = 8. 5Hz, 1 H) , 7. 4 7 

-7. 5 5 (m, 3H) , 7. 8 7 (d, J = 8 . 0Hz, 
1 H) , 7. 9 4 (d, J = 8. 0 H z, 1H), 8. 0 2 
(t, J = 8. 0Hz, 2H) , 8. 0 9 (d, J =8. 5 
Hz. 2H) , 8. 69 (d, J= 8 . 0Hz, 1H) , 
15. 6 6 (b r . s , 1 H) . 
8 4 

2- (4- (2-t7fM ^» gjftSPy* K) 
1 (ft^ft No. 1 1 Q 4) ij 




NH 2 



««2-C*fc2- (4- (2-t7f;^4«» $jft* 
$ K) gjftffft No. 1 1 0 4 ) 1 9 2mg 

CO. 5mmo 1) ( 6m L) c<0 

»«lcU->> (l-Lysine free base) 7 3 m g (0. 5mm 
o 1) (3ml) £;&D;i. M7*5#Hft 

^ fiffi ^^2 4 7 mg (JK$9 3%) *i&ftfc 0 
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PCT/JP95/01035 



1 H - N M R (CDC 1 3 - CDj OD) 6 (ppm) : 

1. 40-1. 58 (m, 2H), 1. 58-1. 73 (m, 
2 H) , 1. 78 -1. 90 (m, 2H) , 2. 8 6- 

2 . 9 7 (m, 2 H) , 3 . 5 0 - 3. 6 0 (m, 1H) , 
7. 03-7. 19 (m, 3H), 7. 23-7. 32 (m, 
1H). 7. 39-7. 5 3 (m, 4H), 7. 75- 

7. 83 (m, 1 H) , 7. 83 - 7. 98 (m, 2 H) , 

8. 05-8. 17 (m, 3 H) , 8. 65-8. 73 (m, 
1 H) . 

%mm 8 5 

2- (4- (2 S/) £H#%7; K) £IL# 

M No. 1104) N-y^;u-D-r;i/^7^>^g> 

mm 




mmm2vnfz2 - (4- (2-t7f;^ + >» 
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It 7 S K) (<ffc£«r No. 1 1 0 4 ) 3 8 3mg 

(1. Ommo 1) J -)\, (12ml) |c MB I , C 

®»«!i:N-yf^-D-^;l/*;>l95mg (1. 0 m 
m o 1 ) ©Tfc'&tt (1ml) ^Tjnx. x Ifit 1 B$H2ft$ L fc 0 

fcSU 5tt*Sj|g Lfco ££S© 2 OmLi^ 

&fe/**^-#OjBKrt;'£-«&# 5 4 2 m g (JK3* 9 4 %) ft 

1 H - N M R (DMSO-dg) 6 (ppm) : 

2. 49-2. 51 (m, 5H), 2. 89-3. 07 
(m, 2H), 3. 38-3. 4 7 (m, 3 H) , 3. 57 

-3. 61 (m, 1H), 3. 66-3. 67 (m, 1 H) . 

3. 86 (br. s, 1H), 4. 40-4. 44 (br. 

s , 1H), 4. 58 (br. s, 1 H) , 5. 43 (br. 

s, 1 H) , 6. 98 (t, J = 8 . 6Hz, 1H) , 

7. 2 0 (d, J =8. 9Hz, 2H) , 7. 2 2- 

7. 39 (m, 2 H) , 7. 45-7. 57 (m, 3H), 

7. 8 7 - 8. 0 9 (m, 6H), 8. 64 ( d . J = 8. 

3Hz, 1 H) . 

nmm 8 6 

1- (4 - (2-f 7f;^^-» gBjfjjT ^ K) - 2 - 
(fh7'/- ;b-5-^b) (lt&® No, 1 1 0 9) 
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mmmi - (4- (2 $a 

fS7^ K) -2- ( f- h ^ v* - ;u - 5 - -r ;u ) 

No. 1109) 732mg (1. 8 0 mm o 1 ) £ 
x^;-;l/8 0mLi:jDi^)5?U Z <D 2 MM® tK& 

<k^- h U * ATK^fS 0. 8 9 7 m L ( 1 . 8 0 mm o 1 ) £ 

in*.. 5i*Mat#L*:o £j£&£a*iu mm® 

(0. 4 5 /cm) 74SLfcft^ «ft**lftttft-*-S 
^ efe^^y-^©Si2<k^^*< 7 6 7 mg (JR*9 9%) 

• $ & ft tz o 

* H — N M R (DMSO-dg) 5 (ppm) : 
7. 15 (td, J - 1 . 5and7. 8Hz, 1H), 
7. 25 (dt, J = 2 . 9and8. 8Hz, 2H), 
7. 31 (td, J = 1. 5and8. 8Hz, 1H), 
7. 39 (dd, J=2. 5and8. 8Hz, 1H), 
7. 4 7 - 7. 54 (m, 2H), 7. 60 (d, J=2. 
4Hz, 1H), 7. 90 (d, J=7. 8Hz, 1H) , 
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7 . 90 (d, 3 = 7. 8Hz, 1H), 7. 96 (d, 
J = 7. 8Hz, 1H), 8. 03 ( d , J = 9. 3Hz, 
1H), 8. 25-8. 30 (m, 3H), 8. 79 (d d, 
J = 1 . 0 a n d 8 . 3Hz, 1H), 13. 39 (br. 
s. 1H). 

mmm 8 7 

2- (4- (2-t7f^tt-» 7x-j^j7; K) g 
fiSBt (fr^fo No. 11 2 6 ) th'J AjgOljJjf 




3T*fc2- (4 - (2-t7f ***SO 7* 
-*M7 $ K) $A*ft No. 1 1 2 6) 9. 5 3 

8 S ( 2 4. 00mmol)£x*y-;H0 0mL iz 1sa% 

mmi^ z<D®miz2%L7E<D7km<ki- v y *j*x.mmi 1. 

976mL(24. OOmmo 1) ^Jdi, 5 1$ 

2 0 OmLCidL^o C © 7 ^ jl ? - (o. 4 5// 

©«Eft**#9. 9 7 g (iK§£9 9 %) nt>tiiz Q 
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'h-NMR (DMSO-dg) o (ppm) : 

3.65 (s. 2 H), 6.95 (t, J = 8. 2 Hz, 1 H). 7.10 (d. J = 8. 6 Hz, 2 H). 7.2 

5 (t, J = 7. 3 Hz. 1 H). 7. 33-7. 36 (m. 1 H), 7.37-7. 53 (in, 5 H), 7.93 (t, 

J = 7. 3 Hz. 2 H), 7. 99 (d. J = 8. 9 Hz. 2 H). 8. 46 (d. J = 8. 3 Hz, 1 H). 

14.80-14.91 On, 1 H). 
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HM8 8 

2 - (4- ( 6-bKp»'>-2-^7f^t^'» 

»7 $ K) $lgj > (itS® No. 1 2 0 1 ) <om» 




£Mm2 2T'i^tlfc 2 - (4- (6 

Ii.l 2 0 5)l. 35g(2. 6Bamol)« 
THF50mLi;^L> Ctii: 1 0%P d/C^6 3 Om 

fco KJS«£-ir7-i' hT^iiL^^^a^-r^i. 2 - (4 
- (6-hKn4i/-2-t7f^*i/) $AM7§ K) 

04g (JR$94%) ^#f,tifco 
'H-NMR (CDCIj) 5 (ppm) : 
3. 8 8 (s, 3H) . 5. 2 6 (b r. s, 1 H) , 
6. 9 0 - 7. 2 0 (m, 6 H) , 7. 35 (b r. s, 
1 H) , 7. 5 0 - 7. 7 0 (m, 3 H) , 7. 9 0- 
8. 05 (m, 3H), 8. 84 (d, J=7. 6Hz, 
1 H) , 11. 9 5 (b r . s , 1 H) . 
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nnm s 9 

2 - (4 - (6-bFD^i/-2-t7f;^4^) $,6lS 
17 5 K) $111 ({b£fef No. 1 2 0 2 ) <P«jft 




COjMe 



C0 2 H 




HJfe#J 88tl^fc2 - (4 - (6-tKD + S/-2- 
* 7 SO $IJ17; K) 51ft (>ffc£ 

«T No. 1 2 0 1 ) 1. 04g (2. 52mmo 1) ^H^i: 
ffl^t> HJ60I2 LT, ffl85ffc£4&*<0. 7 8 g 

(JR^ 7 8%) fibtlfco 

1 H - N M R (DMSO-d.j ) 5 (ppm) : 
7. 05-7. 20 (m, 6H), 7. 24 (s, 1H) , 
7. 60 (dt, J = 2. 0and9. 0 H z , 1H) , 
7. 74 (dd, J = 9 . 0andl3. 0 H z , 2 H) , 
7. 95 (d, J=8. 9 H z , 2H) , 8. 03 (dd, 
J = 1 . 7and8. 0Hz, 1H), 8. 28 ( d, J = 
9. 0 H z , 1H), 9. 70 ( s , 1 H) , 12. 2 

(b r. s, 1 H) , 13. 7 (b r. s, 1 H) . 

mmm 9 0 

2- (4- (6-bFo4->-2-t7f^t^'» 7x~ 
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J±ftM7 I n y Ut&® Nn. l 2 0 7) <p 




* Ofc£* No. 1 2 2 3 ) 5 Omg (0. 0 9 7 mmo 1 ) 

2mg (JR$5 3 90 *<^t,tl^ 0 
* H — N M R (CD C 1 3 ) 6 (p pm) : 
3. 7 6 (s, 2H) , 3. 8 9 (s, 3 H) , 5. 2 6 
(b r . s , 1 H) , 7. 0 2-7. 1 5 (m, 5 H) , 
7 . 22 (dd, J=2. 3and8. 9Hz, 1 H) , 
7. 3 1-7. 3 7 (m. 3H) , 7. 53 (d t. J = 

I. 7and8. 9Hz, 1H), 7. 60 (d, J = 
9. 2 H z. 1 H) , 7. 6 4 (d, J =8. 9 H z, 

1 H) , 8. 0 1 (dd, J = 1. 7 a n d 8. 3Hz, 
1H) , 8. 72 (d, J=8. 3Hz, 1H) , 

II. 10 (br. s, 1 H) . 
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2 - (4 - (6-bFo^'>-2-t7f^t^-» "7 ^ - 
;U§^M7 ^ K) (fl:£%f No, 1 2 0 8 ) gP^it 




mmm 9 ox-n^tifz2 - (4 - (6-tKo + ->-2- 

(Ik^l! No. 1 2 0 7 ) 2 2 mg (0. 0 5 mm o 1 ) £K 

^{-ffl^T. mmm2 tnm^Lx, mm4t&®i)<9mg 

(JR§£4 2 %) ^t>tl^o 

* H - N MR (DMSO-dg) 6 (ppm) : 
3. 83 (s, 2H), 7. 07-7. 28 (m, 6H), 
7. 41-7. 46 (m, 3 H) , 7. 65 (d, J = 
7. 6Hz, 1H), 7. 75 (d, J = 8. 9Hz, 
1H), 7. 81 (d. J=8. 9Hz, 1H), 8. 04 
(dd, J = l. 3and7. 9Hz, 1H), 8. 59 
(d, J=8. 3Hz, 1H) , 9. 72 (s, 1H), 
11. 24 (br. s, 1H), 13. 65 (br. s, 
1 H) . 

mmm 9 2 
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— — — — v 1 t r ° 1 gE^^«l^>ff 

* ^a; D y. ( J. 1 1BI1|| . ) 

146i, H36IM 8 4 2I, I991^;f 5; + 
tzf ^a;Dj>.(j, Ii, m |. ) 1 4 74> 

3 1, 1 9 9 l*fcE*0#afcfc oT ^ jh-f®^ 

*«*(RPMI-1640 CGibco tt «) + l 0 %hea 
t - i n a c t i v a t e d FCS (Whittaker 4t«) + 
100r«/ml^^ h ^ J/>+10|) u/m j ^. 

fctt##ttTK:t ^>*~n^ >4 (IL-4. GEN 
ZYMEM CO. Img/ai) N ^CD40^ (a 
n t i CD 4 0 A b, BIOSOURCE *o-> B -B20) 
(2mg/ml)^ WtM:/ ^ D/f + :/1() 

-l<U*ttY*tt«) (0. 2 mg / ffi i) >WM 

4*EL I SA$li, 1 gEttfrMfc-^Ttt-fca* . 
** 8tMgE(£)tt#(ici tt8 ), im:tf 
**>-mt hi gE^^- t ^ ft (G7-2 6, 
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PharMingenttlS!) £ffi^T> I g G^ftgtlco^tli-^ 
i/t# iSbUgGty^ n-^-;Uijt^ (G 1 8 - 1 4 5. 
PharJlingenftSSD . -KVifc : tf* * > - n /< - ft t h I g 
Ginl# (H + L) (Jackson ft&D I gEtt#^g N 

I g Gififtmmt *>JC, ||li7b'^-k'tf>-HRP 
(Ardin -Biotin-Horse Radish Peroiidase ; ABC kit , 
Vector Lab. ftgJ) v Sf liTMB (U',S, 5' -tetramet 
hylbenzidine) Mi c rowe 1 1 Pe rox i da s e 
Sub s t r a te Sy s t em (Kirkegaard & Perry La 
boratories Inc. fcfcSSD £ffl^T> ^^^ftlOE LISAS 

*»wft^«*#fiTT©«**«ic»«* (%) ^nm 

U — 7 > K -f 5 a,/ O'^- (American Academy of 
Allergy 4 Immunology) 1 9 9 5 ^g[^£ N ^0^7 A No. 
U« ) 

3 -1-3-2 (C^L^o 
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3-1 



+?*i'>mm<*(Dfti*&&tomftm On vitro) 



1t&®} No. 


Mm (uM) 


(%) j 


I g E 


I g G 


1101 


3 


30. 3 


- 2. 8 


1104 


1 
3 
10 


35. 9 
85. 6 
98. 2 


- 4. 7 ! 

- 6. 2 

20. 5 J 


1105 


3 . 


42. 4 


- 6. 4 


1106 


3 

-! , 


42. 6 


- 25. 3 


1107 


3 


44. 9 


- 17. 2 


1111 


3 


38. 0 


20. 0 


1116 


3 


93. 0 


36. 9 


1118 


3 


77. 2 


- 12. 9 


1120 


3 


19. 9 


13. 6 


1122 


3 


59. 9 


9. 7 


1123 


3 


21. 7 


- 0. 8 


1126 


1 
3 

10 


63. 9 
93. 5 

0 7 0 
3 1.9 


- 5. 0 1 
35. 4 
84. 0 


1148 


3 


25. 5 


10. 3 


3103 


3 


19. 9 


- 2. 8 


3102 


3 


41. 9 


3. 5 


4103 


3 


45. 5 


- 4. 2 


5104 


3 


. 51. 4 


1. 6 


7102 


3 


15. 4 


5. 4 


8102 


3 


60. 0 


9. 7 
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^3-2 



1unT?0 NO. 




tfcwm&mw (%) 


T T"* 

I g E 


I g G 


1 0 A i 

1204 


3 


64. 0 


- II. 4 


1 0 A 0 


o 
0 


76. 6 


n rr 

- 8. 7 


1 0 A C 

1206 


3 


84. 0 


ll. 5 


4 ft ft J 

1224 


3 


■78.6 


83. 2 


1216 


3 


84. 7 


19. 3 


1214 


3 


86. 1 


41. 6 


1218 


3 


91. 4 


47. 8 


1210 


3 


92. 8 


59. 9 


1212 


3 


89. 1 


74. 6 


1150 


3 


64. 4 


3. 3 


1158 


3 


57. 7 


- 5. 2 


i 1 e n 
1160 


3 


59. 7 


- 1. 3 


1162 


3 


82. 1 


- 0. 3 


1208 


3 


86. 2 


- 8. 4 


1220 


3 


99. 1 


43. 4 


1222 


3 


98. 9 


36. 6 


1226 


3 


98. 4 


50. 6 


1228 


3 


98. 9 


42. 4 
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3 - 2 cD^^cb 19. *m*JUt£%l1>< I g Efoft 
litem® £ LTtffi?^ d £#**3ftfc..*fcc©fl Ua 
HM0J9 3 

BlfLfco -tl^MEM (Minimum essential medium, 
Gibco tttt) TftfrflU igfifc (RPM I - 1 6 4 0 (Gibco 
tt«) with 2 5 mM HEPES buffer, 1 0 0 n g/ 
ml streptomycin , "l 0 0 U/m 1 penicilin G, 2 
mM L-glatamine ) (C|BB8K1 X 1 0 6 c e 1 1 s / m 1 

4 -2E«®«U®*£Qft&tt$£fcttSjft«0. 0 5 
■ Ul*fct*, C0 2 O + aK-^-Ti^p^iL^ ^ 
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O&x LPS ( U # # U V y ii =i 4 K. E. col i 0111 
B4, DIFCOttSD l//g/ml^ijDLT$t,lcl6^f B 1 
iiJD^SL^.o ±»*»* L£3***T«»8U 16mM 
OG Cn-octyl-jS -D-glncopyranos ide) £0. lralilllU 
SiHtTF^Rl^fbL/lo Cttlc:£a&4&7K0. 2ml 

SS^ffla^i L fco tt4s»H*tt 0 . 1 M\zt£ % x 9 i: D M 

mma o. o 1 %^T<t 

t US (5 0 <i 1/we 1 

i) t, ±iE<D±?izmmLtzM®vimm& (TFisit) 

aSISfflK^XttStP h o > #Zf7 X f- y (human thrombopla 
stin, Thromborel S, Behringwerk efctiSO (50^1 
/we 1 1) L. 7^n^l/-MJ-^-*, 3 7 5 
^^O+i^-Ufco ^-Cl, 1 0 0 // 1 /m 1 (D ij > 
AIM (Plat el in, Organ on Tekni ca it SSI ) 2 5 mM C a 

C 1 2 (50/tl/wel 1) *aP*T«HRJ6*§B*6Lfco 
»@SJS©«!l^tt 5 4 0 nm©R3te££ffil^ 7 - 2 0 55" IV 
ff^tZo MWlftfflltT- ?MVr V 7hSOFTmax (Mole 
cnlar Devices Ofc^U-MSIVfcfli^fco KBIttlV 

0*HMft&*¥ h D > #7 5 2 & ft* 

TlHi»t5:ii:«k»)tti«*fti5ELs SiI®TFI4» 

urn <:%) *%.&iti 0 am^xffi v + << 

l a. J o i? -h Jl * V y X ( J . Immnno I. Methods ) N 13 
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2 1 1- 2 9 1, 1 9 9 0 ^, ^n^-f^^ 

y If 3.j- 4 f- y K Xf - F *7 7^ >J * (Proc. Natl. 
Acad. Sci. USA ) . 8 9i, 1 0 3 7 0 H~ 1 0 3 7 41, 
1 9 9 2 ^) 

&H£3t 4 - 1 ~ 4 - 2 fc^ LTto 
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*4 - 1 





mm cjm m> 


t Fm&wmm (%) 




' 1 


45. 3 


1104 


3 


90. 4 




10 


100. 0 


. 3102 


3 


10 0,0. 




1 


16. 5 


4103 


3 


74. 4 




10 


100. 0 


7102 


3 


10. 6 




10 


81. 1 




1. 


19. 8 


5102 


3 


74. 1 




10 


99. 9 


S102 


3 


75. 8 




10 


10 0.0 


1148 


3 


92. 9 




1 


74. 9 


1109 


3 


99. 4 




10 


99. 7 




1 


- 9. 0 


1111 


3 


96. 2 




10 


100.0 




1 


25. 3 


1113 


3 


83. 6 




10 


100. 0 
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92 





Wk'St (juM) 




1116 


3 


a 0 , 0 


1118 


3 




1126 


3 


26. 5 


1146 


3 


23. 5 


1202 


3 


33. 4 




1 


75. r 


1204 


3 


100. 0 




10 


100. 0 


3103 


3 


77. 9 


3104 


3 


96. 9 



**** C i*<^[J6 & tifco 
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mmm 9 4 

7^ in vivo ij^EmwMMMMUM 

£S:£&7fcO.. 2mLi:gSLfcTNP-KLH (h'J-h 
o7i-;l/-*-^-;MJ h ^ ^ •> 7 - y . KLHi 

h U- h n < y -if y x Jl * >Mfr Z> XWl (If 5> + - ± 
*? -f; a ;Dj>-(], Immunol. ) , 9 7i> 4211 
-4 3 OHs 1 9 6 6^11®: £) IHmo^^T^^L^o 
) 0. 5jagi*i{fc7;K-^Af;Umg^BDFl7 

*x (8 91ft) fcttKrtaWLT&S&Lfco ftffiSBfr&ft 
UlSi LT^5iB«©*^BJ<b^%* 1 B 2 0 1 0 BIBfcT 
&#Lfc (1.00 mg/kg/day, 0. 5X Twe e n 80 in Saline&ftU 
N = 10) o 3 y Y o ic fi 0. 5X Twe en 80 in Saline i§ 

mzmx'r ^a-^Tft^Lfc (N « 10)o 1 0 BUliifr 
K&JfilU Jfti|it"0STNP I g E > IgGj . ^ ck I 
g Mft#0ft£* EL I S AS (#%*& : -T 5 a >> o it - 
U^-X (Immunol. Lett.) , 2 3^ 251H~256 Kx 
1 9 9 0^; 3-Dk°7> ^ + :* 7 4 i * J a 

5>- (Eur. I. Immunol.) . 2 0^. 2 4 9 9 1- 2 5 0 3 
In 1 9 9 0$) tMSLfco =3 > b n - ;UI| © * ft *ft© 

mm^htiz^wm^nmm (%) £naiL*:o 
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5 +?*i'>mm&<Dti{*m4ito®ft m (in 7iyo) 



ft&#f No. 




I g E 


I g Gj 


I gM 


1104 


60. 4 


24. 4 


56. 1 


1126 


78. 9 


46. 8 , 


70. 2 



v i votl^n, ^-O^^iil gE >I gM >I gG 

ft* ft * © 7 1/ - R« fc £< fc* J- * * J: ff/rfc 

^S&#l 9 5 



7flttSD*?„ hSE^ DNP-Ascaris CDidetittfi) 
ft*ft (If S^t-^ -f J a ; D j,. (J . • 

'"ol.) . 10 64, 1 0 0 2 1, 1 9 7 1 ^ m « 
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ISO *lmL/^ h MMift&S- Itzo 4 8 B#ISSK HAS 
£ •£> HBSS (Hanks Blanced Salt Solution ) 2 0m 

SALfcHBSSftil»*@«U C®ft#tt*&tttt*tb 
M^WLfco libti/calJ^^ttilffljlSfi 0. 1% BSA 
/Ty r o de-HEPESTl@Zffe^U ^^TSI^jgg 
5 x 1 0 6 /m L i ft S <fc ? IC 0 . l%BSA/Tyrod 
e-HEPESCSISLfco C © fflflaSffi ft £ £ L 

T*6IE«©*«IWft*«KD*#T**^«4**#T> 3 7 

>ig8l3J (DNP-Ascaris (DNP-As) (D i d e t 
: 2 0 # g/mL+phosphatidylserine (PS) : 2 5 # g / 
mLt^li*;l/->n^y7t7 A23187:0. 2 

# g/mL) £^tJ0 L T. 3 7°CT2 0#HKJS$-fcK L 

(#fXi : if 5> + -** *7 7 r - 
73Di?- 7 > K -fn^'jy fn'ar^ 
X (J. Pharmacol. Exp. Ther.) N 1 2 7 # N 1 8 2 1 
95 9*fO CT^* L £ 0 *56BJI^^ft©*#«ET"eo t x 

* s >iii^ui:tx^ $ >mmnnm (%) ^^hjl 



WO 95/32943 



PCT/JP95/01035 



"* 6 







zt§£ ( # M ) 




DNP-As + PS 


1104 


10 
100 


42. 7 
84. 2 




1126 


10 

1 100 


25. 4 
90. 2 


A23187 


1104 


10 
100 


75. 4 
78.0 




1126 


10 
100 


54.2 
79. 8 
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mmm 9 6 

s\'< »; > Jn.t h *ffijfllic 1 / 1 0 §0 6 % Dextra 
n5 0 0/s a 1 i ne*fln*.Tgfi-eiB#IHJftlIL% Qlfll 

j**£&ifo«»*f*fco aifli**ai^»cj:o»«fL^ p i p 

E-A (1 1 9mM N a C U 5 m M K C 1 N 2 5 m M 

PIPES x 4 0mM N a 0 H N 5. 6 m M 7 )l n - x . % 
0. 0 3XkhM7A^;» fftil^ 3 7TCIciPflL 
fcP I PES-ACM (PIPES A. ImM CaCI 
2 n 0 . 4 mM MgCl 2 ) tcft&^g 4x1 0 6 /m L 

S2«0*HWft^«r*«aD (0. 1M DMSO&tt£|fcltX®* 
&^g;&<l 0 uMtteZ>£? K PlPBS-ACMfcSflLTgsJn) 
& £ tt^^Jn L> a&Jnfr 6 3 0 g>&lc fj jU i/ U 4 * J 7 
t7A 2 3 1 8 7 (0. 2 /ig/mL) ZWitiQ liz 0 3 7 V 
•C45#HKJB3-frfcau gfttc <fc 0±7l?£*f fc.&nfc 

m (%) zw&itz am^icm :7^^-, 37i> 31 

31-3 21 1 9 8 8$) o 
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No. 




1104 


20. 4 


1126 


55. 8 



9 7 

h 'Jx>B 4 CLTB, ) m&MMtem 
1 OMFCSmDMEM (Dolbecco's Modified 
Eagle Medium) «WlLfc7, ^#? : ^SBfct£'fl:||HJ}SR B 
L-l (*B*mm (i) D^xiofi/mLi^j; 
3fc90mM NaCU 3. 7 m M KCI, 0. 9mM 
CaC1 P 5 - 6oM^3-x % *5«fctf«ttl[g£ LT 
*8E«O**W©ftmtt?10mM HEPES-N 
aOH x pH7. 4<D®%®®# izmmitio 3 7 °C T 5 # 
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fflfomW., M1&m&& 5 u M t Z «k o \z'fj JU <s * A << * J 
7*7A 2 3 1 8 7 ^^jDLfco * b fc 3 7 °C T 1 0 _#IH!K 
fcft±J**»l*U ±7if*© o ^ n h y x > B 4 (LTB 4 ) 
i^EL I SAg (Cayman Chemical thjj Catalog No. 5 2 

0 in ; m^xm : if ? + --*-;u *y ^a;o^- 

(J. Immunol. ) 119^ 6181- 6 2 2 1^ 19 77 

i-T^Mt^o *H6W<b^«r*asam?o l t b 4 

tK I C 5() tt**fcB Lfco 
S8 

7 * b d >f n h U i > B 4 ( L T B 4 ) 



-fb^^r No. 


I C 5Q UM) 


1104 


0. 21 


1126 


0. 60 



±I2©*8 08** »K *»W©ft^lli:o^TliLTB 

tittup ^imii^^ ^t^ei, ?i/;^-tt, 
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ft^*«4, I gE^i^J^^L, I gE 

*#*4»«lft«i4tttx^5>»Ii»|| M% l T B 
4 *£»*f****LT*!U I gEtf;#ji£|q, 

^Sfe^J 9 8 

fl^* No. 1 1 04 5 o fflg 

2 3 0 mg 

'^^^S^U U fcf-;Ut°o .j K>©2 0 

^^«*»»WKHjf^ 2 0 u > , 
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Sf & © 



1. 5£ CI] . 



A 




(±§53; ic & ^ t n 
-> g -e * |9 N 

BttO, S, CH 2 , 0-CH 2 . S-CH 2 , CO, * 
^iiCHOR 1 t^?), 

CttCO, CR2 R 3 co ^ Cfj2 CQ ^ ifcttc 

H = CHCO 

Da****, N0 2 , NH 2 . C0 2 R< n tfzit x 

[II] X 
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(5£*> Gli**®^ OH. S0 2 N H 2 > C0 2 R 6 . 
Etefcmm?, OH. S0 2 N H 2 . C0 2 R 5 . CN, 

1 1. \t t h ? y - ji - 5 - j Jim t * o . 

FiiTkflK^ -C 4 CD^&T^*;^ - hoi, 
R 1 . R 2 . R 3 > R 4 . R 5 x R 6 {i-etl€tl&5:«C7K 

mmi-tfzitc l ~c 4 o{£^T;i/ + ;us-e* 5o ) 

2. E#C0 2 R 5 (R 5 tefrmm^ttzteC 1 ~c 4 O 
&®.7 Jl*Jl>mv& -So ) *tlifh7'/-;l/-5-'f 

3. Dj6<7k^0^x N0 2 . NH 2 . £Kl*3, [II] 

$tis (cc-eGtt7k*JS^*/sttC0 2 R 6 -efc^K r 6 
te7kmm=¥-*ti&C j ~c 4 ofii7;^;bSt-*5 0 ) T- 

4. D;0<7k3tIjiC^ JfcliN0 2 T'*>«9. Et!><C0 2 R 5 

T"*«9. r 5 «7K^ii?t c 1 ~c 4 o&mr )i*)im 
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5. FtfJkmm?, xf;H, - hog, ? y 

x-h zm$.<z>mm i teis© ± ? $ u >stn# N ^©^^±1^ 

7. B#<K S, CH 2 N 0-CH 2 N S-CH, ttzlt ' 

chor 1 ( R i \t7km%?ttzttc l ©fi*r;u* 

**T?** 0 ) T?*5^ CtfCO, CR 2 R 3 CO, 

ch = chco cct, r 2 N r3 tt^n^najtic** 
Cj -c 4 ofi»7^*^*T** 0 ) 

*©«Hl~6«H*-fftfri£ice«©*:7* UVU^^. 

MTttz&c^ -c 4 ©fi«r^*^aiT**o ) 

C*KCO**{*CR 2 R 3 co (C . T% r2 > r3 ^ ^ ft 

^naiicTk^jR^sfcttCj ~c 4 o««t^*a»t* 

So ) T£5f£#©$gffl 1 - 6 <D^f ft^ 1 ^{ciE4g©^7 
9. B#0-C*eK Ci«CO*tliCR 2 R 3 CO (CC 

t% r 2 . r 3 itztieti&inzKmmTttzttc, ~c , 

1 4 
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10. B*<CU S. CH 2 ^ 0-CH 2 . £ li S - C H 
2 C^CO, tfciiCH=CHC0T*5i*©ia 
H 1 - 6 ^ftl*> 1 ^IC|B«R0^7 * 1/ >S§agft. fOgl 

11. B # CK S . C H 2 x 0-CHj x ifcliS-CH 

2 -e&*K c*<co-ejb5it*©l6li~6©^f n^i® 

12. Bfi<OX~&*)^ C#C H = C H C 0 7?* 5!&3fc<D$g 

ffli-eo^^ti^i^icie^o^-^^ \s>mm&, zom 

1 3. A&Tkmm? ; Tk&g ; 7i-;^^«>lTli$ 
14. i" 7 ? \s >Mfctt~f 2> B01U^t7^ U >MQ 2 



J 
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1 5. B. C. ^.fc^DClIL^^^t^ic^tSB 

16. fflf^oieffl i u >n^^ N jg-og-mj. 

17. I g E^i4M^^#iit57l/;^-| 

1 8. 7l/**-**# % ; 7W^-ftM ; 

1 9. TF®e£*fctt«tt#5 t iij- ( Bc£fcfiH**S 
A©»«»4 lT<Dff*©$§a l 6fEi&©E!£&s« 0 

2 0 . mm&^ DIC; jfil&^ ; PflgtefMSftS ; £ 

& ; bub ; mm& mmm &mmm ; nmm^ 

21. ft*©^ffl 1 IH«0^7 * b 
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2 2. I g"Efii;fM£»«ftffl*< I g G JS 
left LT <fc 0 *>a#W"T?* <5!lt3fc«DiSH 2 1 K«® 7 

2 3. H*©l6fflllH^©^7^ u >H»# % - *og|R± 
ffSSftSBU * ft £©g||£±llF§£ *i£^j£fn^£ 

LtttLT45T F 0g£ £ fc itmm^/CMt 
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